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(USPTO) 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



In 



it^^knal application No. 

^^PCT/JPOO/04361 



I. Basis of the report 



1. With regard to the elements of the international application:* 
j | the international application as originally filed 

the description: 

pages 1-14 

pages 

pages 



, as originally filed 



, filed with the demand 



, filed with the letter of 



the claims: 

pages 

pages 

pages 

pages 



3-5 



, as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



1,2 



. , filed with the letter of 18 January 2001 (18.01.2001) 



the drawings: 

pages 

pages 

pages 



, as originally filed 
, filed with the demand 



filed with the letter of 



[ 1 the sequence listing part of the description: 

pages 

pages 

pages 



, as originally filed 

filed with the demand 



filed with the letter of 



3. 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

I 1 the language of a translation furnished for the purposes of international search (under Rule 23. 1(b)). 
I I the language of publication of the international application (under Rule 48.3(b)). 

[~| the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

I | contained in the international application in written form. 

I I filed together with the international application in computer readable form. 

furnished subsequently to this Authority in written form. 

furnished subsequently to this Authority in computer readable form. 

I | The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

I | The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



□ 
□ 



□ 



The amendments have resulted in the cancellation of: 

1 1 the description, pages 

I 1 the claims, Nos. 

I I the drawings, sheets/fig 



^ I I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
' — ' beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70. J 6 
and 70.17). 

** Any replacement sheet containing such amendments must be referred to under item J and annexed to this report. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1 . Statement 

Novelty (N) Claims M YES 

Claims NO 

Inventive step (IS) Claims 1-5 YES 

Claims NO 

Industrial applicability (IA) Claims 1-5 YES 

Claims NO 



2. Citations and explanations 

Document 1: JP, 1 1-1441, A (Hisamitsu Pharmaceutical Co., Inc.) 6 January 1999 (06.01.99) 

The inventions set forth in Claims 1-5 are specified by the condition that "an amount of 
norethisterone that can be present in a base without crystal precipitation can be dissolved without 
the presence of hexylene glycol," and provide the advantage that "by the addition of 
norethisterone to a base that does not contain esters, their derivatives or salts, it is possible to 
prevent excessive dissolution in the base and obtain suitable permeability," etc. 

On the other hand, document 1 describes a percutaneous preparation containing a 
styrene/isoprene/styrene block copolymer, softening agent, adhesive resin and hexylene glycol, 
and states that it also contains 0.5 to 10% by weight progesterone hormones such as 
norethisterone and the like (Claim 9). However, document 1 describes a percutaneous 
preparation in which the addition of hexylene glycol improves dissolution of the drug and 
percutaneous permeability, thus enabling accurate and reliable application to the patient of the 
expected amount of drug [Par. No. 0001], but it neither describes nor suggests using 
norethisterone without the presence of hexylene glycol. 

Thus, the inventions set forth in Claims 1-5 appear to be novel and appear to involve an 
inventive step. 
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English Translation of the Amendment under Article 34 of the PCT 



Written Amendment 

(Amendment under the Provision of Article 11 in JAPAN) 

(Received on 18 January 2001) 

To: Ms. Reeko Imamura, the Examiner of the JPO 



1. Indication of International Application: PCT/JP00/04361 

2. Applicant: 

Name HIS AMITSU PHARMACEUTICAL CO., INC. 

Address 408, Tashirodaikan-machi, Tosu-shi, Saga 

841-0017 JAPAN 
Nationality JAPAN 
Address JAPAN 

3. Representative: 

Name Norio Saeki, Patent Attorney (Reg. No. 10266) 

Address 9th Floor, Taka-ai Building, 

15-2 Nihonbashi 3-chome, Chuo-ku, Tokyo 

103-0027 JAPAN 

4. Object to be Amended: 

Claims 1 and 2 

5. Content of the Amendment: 

In claim 1 of page 15, 
"comprising containing norethisterone dissolved in a base" 





is amended to read 

"comprising dissolving such an amount of norethisterone that can exist in a base 
without crystallization in the absence of hexylene glycol into a base". 
Claim 2 is amended to read 

"The adhesive preparation for percutaneous absorption according to claim 1, wherein 
norethisterone is dissolved in the amount showing the releasing rate in water being not 
less than 30 % after 24 hours determined by the drug releasing test according to the 
cylinder method described in the USP Drug Release <724> Test under the following 
conditions: 

Test solution 900 ml water; 

Temperature of test solution 32.0 ± 0.5°C; 

Distance from the lowest end of cylinder to the basal inner plane of vessel 



25 ± 2 mm; and 



Revolution of cylinder 



50 rpm. 



6. List of the Document Attached: 



Page 15 (Claims, Japanese Specification) 
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Claims Amended under Article 34 of the PCT 

CLAIMS 

1. (Amended) An adhesive preparation for percutaneous absorption comprising 
dissolving such an amount of norethisterone that can exist in a base without 
crystallization in the absence of hexylene glycol into a base of the adhesive preparation 
which contains a styrene-isoprene-styrene block copolymer. 

2. (Amended) The adhesive preparation for percutaneous absorption according to 
claim 1, wherein norethisterone is dissolved in the amount showing the releasing rate in 
water being not less than 30 % after 24 hours determined by the drug releasing test 
according to the cylinder method described in the USP Drug Release (724) Test under 
the following conditions: 

Test solution 900 ml water; 

Temperature of test solution 32.0 ± 0.5^3; 

Distance from the lowest end of cylinder to the basal inner plane of vessel 

25 ± 2 mm; and 
Revolution of cylinder 50 rpm. 

3. The adhesive preparation for percutaneous absorption according to any of 
claims 1-2, wherein an amount of norethisterone to be dissolved is in the amount not 
more than 2 % by weight based on the whole base. 

4. The adhesive preparation for percutaneous absorption according to any of 
claims 1-3, comprising further containing estradiol in an amount not more than 2 % by 
weight based on the whole base. 

5. The adhesive preparation for percutaneous absorption according to any of 

-3- 



claims 1-4, wherein the adhesive preparation containing a styrene-isoprene-styrene 
block copolymer comprises 10 - 30 % by weight of a styrene-isoprene-styrene block 
copolymer, 10 - 60 % by weight of a softener and 20 - 60 % by weight of an adhesive 
resin based on the whole base. 
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(54) ADHESIVE PREPARATION FOR PERCUTANEOUS ABSORPTION 



(57) An adhesive preparation for percutaneous ab- 
sorption in which high drug permeability at a low drug 
concentration and satisfactory drug stability have been 
obtained by regulating the solubility of a drug in a base. 
The adhesive preparation comprises a base comprising 



a styrene-isoprene-styrene block copolymer and nore- 
thisterone contained in the base. Preferably, the drug is 
dissolved in the base in an amount of up to 2 wt.% based 
on the whole base. 
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Description 

Technical Field 

[0001 ] The present invention relates to an adhesive preparation for percutaneous absorption containing norethister- 
one dissolved in a base of the adhesive preparation which contains a styrene-isoprene-styrene block copolymer. Fur- 
ther, the present invention relates to an adhesive preparation for percutaneous absorption containing estradiol in a 
base in an amount of not more than 2 % by weight based on the whole base. 

Background Art 

[0002] In order to minimize an unnecessary metabolism of estradiol as well as to provide a therapeutic effect as a 
result of delivering a drug into blood effectively, trials for percutaneous administration have been performed. On the 
other hand, suppression of an adverse reaction of administered estradiol has also been tried by absorbing progestin 
percutaneously. 

[0003] In JP-A-4-342532, a preparation for percutaneous absorption is proposed, which comprises, as main com- 
ponents, active ingredients comprising estradiol and progestin as well as an acrylic adhesive consisting of 2-ethylhexyl 
acrylate and N-vinyl-2-pyrrolidone as an adhesive. However, this preparation for percutaneous absorption has disad- 
vantages because the acrylic adhesive shows a low drug releasability as well as too strong irritation to the skin to be 
used for a long term continuous administration. In the indication of existence of patent JP-A-6-510279, a method for 
adjusting a saturated concentration of drug in a base by admixing a polymer having a different solubility parameter is 
proposed. However, this proposal has also a problem for a long term administration relating to the skin irritation due 
to use of an acrylate polymer as a polymer. 

[0004] In addition, since norethisterone acetate generally admixed for percutaneous administration as a progestin 
has a higher compatibility with a base compared with norethisterone, a large amount of drug has to be admixed in the 
styrene-isoprene-styrene block copolymer base or the acrylic base in order to obtain a good permeability. Further, in 
order to obtain a therapeutically effective amount of permeation, a high concentration of norethisterone acetate should 
be admixed. Moreover, a large amount of drug is remained in a base of the adhesive preparation after applying to the 
skin. Consequently, it is less efficient in view of drug permeability and cost-effectiveness. 

Disclosure of the Invention 

[0005] In consideration of the above problems, an aspect of the present invention is to provide an adhesive prepa- 
ration for percutaneous absorption intending: 

1) a good percutaneous permeability of drug, 

2) an effective use of drug in a base. 

[0006] Further aspect of the present invention is to provide an adhesive preparation for percutaneous absorption, in 
which a therapeutically effective amount of drug can be correctly and securely released as well as less irritating to the 
skin after application of the adhesive preparation for percutaneous absorption to the skin of a patient. 
[0007] As a result of an extensive study in order to solve the above problem, the present inventors found that a good 
skin permeability of drug and an efficient use of drug in a base could be achieved by admixing norethisterone except 
for the esters, the derivatives and the salts thereof to a progestin, focusing on a relationship between solubility of a 
drug in a base and a skin permeability of a drug. Further, the inventors found that estradiol as a estrogen could also 
be admixed to the above admixure. In addition, the inventors found that an adhesive preparation having a good drug 
permeability into the skin, a good stability of formulation and a less skin irritation could be obtained by using a styrene- 
isoprene-styrene block copolymer, a softener and an adhesive agent as base components of an adhesive preparation 
for percutaneous absorption, and completed the present invention. 

[0008] The present invention relates to an adhesive preparation for percutaneous absorption containing norethister- 
one dissolved in a base of the adhesive preparation which contains a styrene-isoprene-styrene block copolymer. More 
particularly, the present invention relates to the above adhesive preparation for percutaneous absorption having not 
less than 30 % of releasing rate of norethisterone in water after 24 hours, determined by the drug releasing test (ac- 
cording to the cylinder method described in the USP Drug Release (724) Test), which is conducted under the conditions 
of 900 ml of water for test solution; temperature of test solution, 32.0 ±0.5°C; distance from the lowest end of cylinder 
to the basal inner plane of vessel, 25 ± 2 mm; and rotation of cylinder, 50 rpm. 

[0009] The present invention further relates to an adhesive preparation for percutaneous absorption comprising fur- 
ther containing estradiol in an amount not more than 2 % by weight based on the whole base. 
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Brief Description of Drawing 

[0010] Fig. 1 shows the results of the releasing tests of estradiol (E2) on the adhesive preparation in Example 4 (▼), 
Comparative Example 1 (•) and Comparative Example 4(H). 
5 [0011] Fig. 2 shows the results of the releasing tests of norethisterone acetate (NETA) and norethisterone (NET) on 
the adhesive preparations in Example 4 (▼), Comparative Example 1 (•) and Comparative Example 4(H). 
[0012] Fig. 3 shows the results of the skin permeability tests of estradiol (slant lines), and norethisterone acetate 
(NETA) and norethisterone (NET) (dots) using hairless mice on the adhesive preparations in Example 4, Comparative 
Example 1 , Comparative Example 2 and Comparative Example 5. 

10 

Best Mode for Carrying Out the Invention 

[001 3] The adhesive preparation for percutaneous absorption of the present invention is a preparation admixed with 
norethisterone except for the esters, the derivatives and the salts thereof, as a progestin of drug by dissolving in a 
15 base of the adhesive preparation. Further, an estrogen such as estradiol and other female sex hormones can be 
. admixed, if necessary. 

[0014] A high skin permeability, which could not be obtained by the conventional combination of a drug and a base, 
can be obtained at a low concentration of drug by a combination of norethisterone and base components containing 
a styrene-isoprene-styrene block copolymer (SIS) of the present invention. 

20 [001 5] Preferable amount of norethisterone to be admixed as a progestin used in the present invention is the amount 
at which norethisterone can exist in the base components in soluble state but not crystallized. In the present invention, 
a definition that the drug exist in soluble state In the base means a condition in which no crystallization of the drug is 
found in the base, and the drug can exist in any condition in the base so long as no crystallization is observed. A 
releasing rate of norethisterone in the adhesive preparation for percutaneous absorption of the present invention in- 

25 creases in proportion to an increase in the concentration of norethisterone dissolved in the base components. However, 
since release of norethisterone deceases depending on an occurrence of crystallization, it is preferable to use at the 
concentration showing no crystallization. 

[0016] A preferable amount of norethisterone to be dissolved in the present invention is in an amount not more than 
2 % by weight, more preferably 0.1-2 % by weight. 

30 [0017] Release of norethisterone of the adhesive preparation for percutaneous absorption of the present invention 
is affected by the basecomponent. Consequently, the solubility of norethisterone can be determined by the drug re- 
usability test. Preferable drug releasing test is a method for determining releasing rate of drug to the water For 
example, the releasing test includes a test in which a releasing rate to water is measured after 24 hours under the 
conditions of test solution, 900 ml; temperature of test solution, 32.0 ± 0.5°C; and rotation of cylinder, 50 rpm. An 

35 amount of norethisterone to be dissolved in the adhesive preparation for percutaneous absorption of the present in- 
vention is the amount showing not less than 30 %, preferably not less than 40 % of releasing rate after 24 hours by 
this releasing test. 

[001 8] In the adhesive preparation for percutaneous absorption of the present invention, drugs other than norethis- 
terone can be admixed. Other drugs to be admixed include an estrogen such as estradiol and other female sex hor- 

40 mones. Particularly, since estradiol has similar physico-chemical properties to those of norethisterone, it can be ad- 
mixed at any ratio depending upon the therapeutic objectives, preferably in amount of 0.1 - 2 % by weight based on 
the whole base. A ratio of estradiol to norethisterone to be admixed can be determined within the range that the values 
of estradiol and norethisterone acetate converted to norethisterone show permeabilities similar to those of the known 
adhesive preparation for percutaneous absorption of estradiol and norethisterone acetate. 

45 [0019] An adhesive preparation for percutaneous absorption of the present invention uses a base containing a sty- 
rene-isoprene-styrene block copolymer (SIS). The base components preferably include a styrene-isoprene-styrene 
block copolymer, as well as softener and adhesive resin. Further, the base components of the present invention may 
include antioxidant, solubilizing agent and absorption enhancer if necessary, in addition to the above described base 
components. 

so [0020] A styrene-isoprene-styrene block copolymer includes styrene-isoprene-styrene blockcopolymer (Shell Chem. 
Corp., trade name: Califrex TR-1107; CalifrexTR-1111), styrene-isoprene-styrene block copolymer (Nippon Synthetic 
Rubber Co. Ltd., trade name: JSR 5000, JSR 5100) and styrene-isoprene-styrene block copolymer (Nippon Zeon Co. 
Ltd., trade name: Quintac 3421). These polymers can be used in single or in combination of two or more types. 
[0021] A softener includes liquid paraffin, polybutene, castor oil, cottonseed oil, palm oil, coconut oil and processed 

55 oil. 

[0022] An adhesive resin includes alicyclic saturated hydrocarbon resin (e.g. Alcon P-100, trade name), rosin ester 
(e.g. KE-31 1 ; KE-1 00; super-ester S-1 00, trade name), hydrogen alicyclic hydrocarbon (e.g. Escolet 5300, trade name), 
terpene-based hydrogenated resin (e.g. Clearon P-105, trade name) and hydrogenated rosin ester (e.g. Foral 105, 
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trade name). 

[0023] The base components of the adhesive preparation for percutaneous absorption of the present invention can 
further contain, if necessary, other additives in order to maintain adhesion, safety and stability of the base. Concretely, 
an inorganic filler such as zinc oxide, calcium carbonate, titanium dioxide and silica and a solubilizing agent such as 

5 crotamiton, polyisobutylene and dibutyl hydroxytoluene can be admixed properly in an appropriate amount. 
[0024] Amounts of base components of the present invention to the whole base are as follows; 
[0025] Styrene-isoprene-styrene block copolymer is 10 - 30 % by weight, preferably 13-27 % by weight, more 
preferably 15-25 % by weight; softener is 10 - 60 % by weight, preferably 12-55 % by weight, more preferably 15 - 
50 % by weight; and adhesive resin is 20 - 60 % by weight, preferably 23 - 57 % by weight, more preferably 25 - 50 % 

10 by weight. These compounds can be combined at any ratio within these ranges. 

[0026] If an amount of the styrene-isoprene-styrene block copolymer is less than the above ranges, cohesive force 
becomes insufficient, and if exceeds the ranges, it causes problems of poor adhesion as well as less flexibility of the 
preparation. If an amount of the softener is less than the above ranges, it causes problems of poor adhesion as well 
as less flexibility of the preparation, and if exceeds the ranges, cohesive force becomes insufficient. If an amount of 

15 the adhesive resin is less than the above ranges, it causes a trouble of poor adhesion, and if exceeds the ranges, It 
causes skin irritation such as corneous exfoliation at removal of the preparation from the skin. 
[0027] In the base components of the adhesive preparation for percutaneous absorption of the present invention, 
necessary amounts of other components in addition to the above components may be admixed to prepare a required 
dosage form. The dosage form of the adhesive preparation for percutaneous absorption of the present invention is 

20 preferably plasters, particularly more preferably substantially anhydrous plasters. 

[0028] The base containing drugs of the adhesive preparation for percutaneous absorption of the present invention 
is preferably used by spreading on a support mean such as film. The film of the support mean in the present invention 
should have properties superior in barrier property in order to prevent leakage, volatility and adsorption of the drugs. 
Further, it is preferable to have a proper flexibility when the adhesive preparation for percutaneous absorption is applied 

25 on the skin. A material for the support mean is not specially limited, so long as it clears the above conditions. Concretely, 
it includes aluminum, ethylene-vinyl acetate copolymer or its saponified polymer, cellulose acetate, cellulose, nylon, 
polyester, polyethylene, poly(vinylidene chloride), polycarbonate, polyvinyl alcohol) and polypropylene. These mate- 
rials are processed to a film or, if necessary, to a laminate with paper or cloth or to a laminated film, as well as a film 
treated with vapor deposition of aluminum or silica to improve barrier property. 

30 [0029] In the adhesive preparation for percutaneous absorption of the present invention, a film for removal liner layer 
may be provided on the opposite side of the supporting mean. The film for removal liner layer should be able to block 
leakage and volatility of the drugs from the drug layer during storage of the adhesive preparation for percutaneous 
absorption. In addition, the removal liner layer has to be removable when it is used on a machine, A material for the 
removal liner layer is aluminum, cellulose, polyester, polyethylene and polypropylene, and if necessary, these films 

35 may be laminated. Further, the surface thereof may be treated with silicon or fluorocarbon, or known additives may be 
admixed with the liner material to adjust removability or barrier property. In order to make handling for removal easy, 
the removal liner may be provided with a tab for removal. 

[0030] Subsequently, a process for manufacturing the adhesive preparation for percutaneous absorption of the 
present invention will be explained. The adhesive preparation for percutaneous absorption of the present invention 

40 can be manufactured, for example, by dissolving all base components excluding drugs under heating, then adding 
drug components and mixing them homogeneously, and as occasion demands, spreading the mixture on the above 
described supporting mean followed by covering with a liner, then cutting into a desired form to obtain a product, or 
spreading the mixture on a film applied with a removal treatment, then transferring the mixture to a suitable supporting 
mean under a pressure to obtain a product. Alternatively, the adhesive preparation for percutaneous absorption can 

45 be manufactured by dissolving all components in an organic solvent such as hexane, toluene and ethyl acetate, then 
spreading the mixture on the above supporting mean, followed by covering with a liner after removing the organic 
solvent, then cutting into a desired form to obtain a product, or spreading the mixture on a film applied with a removal 
treatment, then transferring the mixture to a suitable supporting mean under a pressure after removing the solvent to 
obtain a product. 

50 [0031] Hereinbelow, the adhesive preparation for percutaneous absorption of the present invention will be explained 
in detail by illustrating examples and experimental examples but the present invention is not limited within these ex- 
amples. 

Examples 

55 

[0032] Numerical values in the examples and comparative examples are given by a percent by weight. 
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Example 1 




Styrene-isoprene-styrene block copolymer 


10 


5 


Liquid paraffin 


60 




Adhesive agent (alicyclic satureted hydrocarbon 


20 




resin, trade name: Alcon P-100) 






Polyisobutylene 


8.B 




Dlbutyl hydroxytoluene 


1 


10 


Estradiol 


0.1 




Norethlsterone 


0.1 



15 



20 



25 



[0033] A preparation was manufactured in this formulation according to the above manufacturing method and 
product was cut in a desired size to obtain a mixed preparation of estradiol and norethlsterone. 



Example 2 


Styrene-isoprene-styrene block copolymer 


30 


Liquid paraffin 


10 


Adhesive agent (rosin ester, trade name: KE-311) 


35 


Polyisobutylene 


10 


Crotaminton 


10 


Dibutyl hydroxytoluene 


1 


Estradiol 


2 


Norethisterone 


2 



[0034] A preparation was manufactured in this formulation according to the above manufacturing method and a 
product was cut in a desired size to obtain a mixed preparation of estradiol and norethisterone. 



30 



35 



40 



Example 3 


Styrene-isoprene-styrene block copolymer 


20 . 


Liquid paraffin 


25 


Adhesive agent (hydrogenated rosin ester, trade 


30 


name: Foral 105) 




Polyisobutylene 


12 


Crotamiton 


10 


Dibutyl hydroxytoluene 


1 


Estradiol 


1.5 


Norethisterone 


0.5 



45 



50 



55 



[0035] A preparation was manufactured in this formulation according to the above manufacturing method and a 
product was cut in a desired size to obtain a mixed preparation of estradiol and norethisterone. 



Example 4 


Styrene-isoprene-styrene block copolymer 


25 


Liquid paraffin 


30 


Adhesive agent (hydrogenated rosin ester, trade 


25 


name: Foral 105) 




Polyisobutylene 


10 


Crotamiton 


8 


Dibutyl hydroxytoluene 


1 


Estradiol 


0.5 


Norethisterone 


0.5 
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[0036] A preparation was manufactured in this formulation according to the above manufacturing method and a 
product was cut in a desired size to obtain a mixed preparation of estradiol and norethisterone. 



Example 5 


Styrene-isoprene-styrene block copolymer 


15 


Liquid paraffin 


15 


Adhesive agent (hydrogenated rosin ester, trade 


60 


name: Foral 105) 




Polyisobutylene 


6.6 


Hexylene glycol 


1 


Dibutyl hydroxytoluene 


1 


Estradiol 


0.7 


Norethisterone 


0.7 



[0037] A preparation was manufactured in this formulation according to the above manufacturing method and a 
product was cut in a desired size to obtain a mixed preparation of estradiol and norethisterone. 



Comparative Example 1 


Styrene-isoprene-styrene block copolymer 


25 


Liquid paraffin 


30 


Adhesive agent (hydrogenated rosin ester, trade 


25 


name: Foral 105) 




Polyisobutylene 


10 


Crotamiton 


8 


Dibutyl hydroxytoluene 


1 


Estradiol 


0.5 


Norethisterone acetate 


0.5 



[0038] A preparation was manufactured in this formulation according to the above manufacturing method and a 
product was cut in a desired size to obtain a mixed preparation of estradiol and norethisterone acetate. 



Comparative Example 2 


Styrene-isoprene-styrene block copolymer 


25 


Liquid paraffin 


24.5 


Adhesive agent (hydrogenated rosin ester, trade 


25 


name: Foral 105) 




Polyisobutylene 


10 


Crotamiton 


8 


Dibutyl hydroxytoluene 


1 


Estradiol 


0.5 


Norethisterone acetate 


6 



[0039] A preparation was manufactured in this formulation according to the above manufacturing method and a 
product was cut in a desired size to obtain a mixed preparation of estradiol and norethisterone acetate. 



Comparative Example 3 


Styrene-isoprene-styrene block copolymer 


25 


Liquid paraffin 


25.5 


Adhesive agent (hydrogenated rosin ester, trade 


25 


name: Foral 105) 




Polyisobutylene 


10 



6 
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(continued) 




Comparative Example 3 


Crotamiton 


8 


Dibutyl hydroxytoluene 


1 


Estradiol 


0.5 


Norethisterone acetate 


5 



10 



15 



20 



25 



30 



35 



40 



45 



50 



55 



[0040] A preparation was manufactured in this formulation according to the above manufacturing method and a 
product was cut in a desired size to obtain a mixed preparation of estradiol and norethisterone acetate. 



Comparative Example 4 


Styrene-isoprene-styrene block copolymer 


30 


Liquid paraffin 


10 


Adhesive agent (hydrogenated rosin ester, trade 


35 


name: Foral 105) 




Polyisobutylene 


9 


Crotamiton 


10 


Dibutyl hydroxytoluene 


1 


Estradiol 


2.5 


Norethisterone 


2.5 



[0041] A preparation was manufactured in this formulation according to the above manufacturing method and a 
product was cut in a desired size to obtain a mixed preparation of estradiol and norethisterone. 



Comparative Example 5 (acrylate base) m 




TS-620 (methyl acrylate - 2-ethylhexyl acrylate copolymer resin emulsion; Nippon Carbide Co., Ltd.) 

Crotamiton 

Estradiol 

Norethisterone 



[0042] A preparation was manufactured in this formulation according to the above manufacturing method and a 
product was cut in a desired size to obtain a mixed preparation of estradiol and norethisterone.^ 

Experimental Example 1 . Confirmation on solubility of drugs by crystallization 

[0043] Appearances of crystals were observed on the test pieces obtained in Examples 1, 2, 3, 4 and 5, and also 
Comparative Examples 2, 3 and 4 at the initial time, after stored at 25°C for 6 months and after stored at 40°C for 6 
months. Results are shown in Table 1. 

Table 1 





Initial Time 


After the storages for 6 months 


25°C 


40°C 


Example 1 


No Crystallization 


No Crystallization 


No Crystallization 


Example 2 


No Crystallization 


No Crystallization 


No Crystallization 


Example 3 


No Crystallization 


No Crystallization 


No Crystallization 


Example 4 


No Crystallization 


No Crystallization 


No Crystallization 


Example 5 


No Crystallization 


No Crystallization 


No Crystallization 


Comparative Example 2 


No Crystallization 


Crystallized 


Crystallized 


Comparative Example 3 


No Crystallization 


No Crystallization 


No Crystallization 
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Table 1 (continued) 





Initial Time 


After the storages for 6 months 


25°C 


40°C 


Comparative Example 4 


No Crystallization 


Crystallized 


Crystallized 



[0044] Although crystallization was not observed at the initial time, but was observed after the storages at 25°C for 
6 months and at 40°C for 6 months in Comparative Examples 2 and 4. 

[0045] According to Comparative Example 2, it was found that admixing of norethlsterone acetate should be in an 
amount less than 6 % by weight for preventing crystallization. Further, since the crystallization was also observed in 
Comparative Example 4, it was indicated that admixing of norethisterone should be in an amount not more than 2 % 
by weight for preventing crystallization. 

[0046] In conclusion, it can be understood that if an amount of norethisterone admixed in the base Is in an amount 
not more than 2 % by weight, norethisterone is completely dissolved in the base. 

Experimental Example 2. ( Releasing test) 

[0047] Drug reusabilities were tested on the test pieces obtained in Example 4, Comparative Example 1 and Com- 
parative Example 4 (after crystallization) according to the cylinder method described in the USP Drug Release (724) 
Test under the following conditions. 



Test solution 


900 ml water 


Temperature of test solution 


32.0±0.5°C 


Distance from the lowest end of cylinder to the basal inner plane of vessel 


25 ± 2 mm 


Rotation of cylinder 


50 rpm 



[0048] Test results of estradiol (E2) are shown in Fig. 1 and those of norethisterone acetate (NETA) in Comparative 
Example 1 and norethisterone (NET) in Comparative Example 4 are shown in Fig. 2, respectively. As a progestin, 0.5 
% of norethisterone in Example 4 and 0.5 % of norethisterone acetate in Comparative Example 1 were admixed, 
respectively. In spite of the identical concentrations of the drugs were used In thetests, a good releasing rate of progestin 
after 24 hours showing 30 % or more could be obtained only with the test piece from Example 4. In Comparative 
Example 4, decreases in the releases of drugs caused by crystallizations of estradiol and norethisterone were observed. 

Experimental Example 3. (Skin permeability test) 

[0049] Dorsal skin permeability tests of hairless mice (7 weeks old, female) were conducted at 37°C using Franz's 
diffusion cell on the test pieces obtained in Example 4, Comparative Example 1 , Comparative Example 2 and Com- 
parative Example 5. After initiation of the test, a receptor solution was collected at certain times, and immediately 
thereafter, the receptor solution was supplemented, then an amount of the drug permeated to the collected receptor 
solution was assayed by means of high performance liquid chromatography. Numbers of samples in each test piece 
were 3 pieces, respectively. 

[0050] Results are shown in Fig. 3. In Fig. 3, columns with slant lines show estradiol (E2) and those of dots show 
norethisterone (NET) or norethisterone acetate (NETA), respectively. With respective to Example 4 and Comparative 
Example 2, despite of the high concentration of progestin in Comparative Example 2, the skin permeabilities were in 
the equivalent level. In Comparative Example 1 wherein the progestin concentration was made equal to that in Example 
4, the permeability of norethisterone acetate resulted in a considerably low level. The drugs in Comparative Example 
5 using the acrylate base exhibited much lower drug permeability than the drugs in Example 4. 
[0051] A distribution coefficient between a skin and a base is known as one of factors to determine a skin permeation 
rate of adrug. A high distribution coefficient can be obtained by enlarging the difference in solubility parameters between 
a drug and a base component. Consequently, it is necessary to select a base having a solubility parameter distant 
from the drug and to apply a drug having a solubility parameter close to the skin. In the adhesive preparation for 
percutaneous absorption of the present invention, the superior results seemed to be obtained in the skin permeability 
test, since a high distribution coefficient could be obtained by combining with the base. 
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Industrial Applicability 

[0052] The adhesive preparation for percutaneous absorption of the present invention has an effect showing a high 
skin permeability at a low drug concentration, in addition, as the result of using norethisterone except for the esters, 
5 the derivatives and the salts thereof, excess dissolving of the drug to a base can be prevented as well as maintaining 
proper permeability. Further, with the adhesive preparation for percutaneous absorption of the present invention, pro- 
grammed amounts of progestin and estrogen can be applied to a patient accurately and securely at the lower drug 
contents than in the conventional adhesive preparation for percutaneous absorption. 

[0053] Moreover, since the adhesive preparation for percutaneous absorption of the present invention has a high 
10 degree of freedom in its composition, a proper design of dosage form in compliance with conditions can be made by 
considering its efficacy and stability. 



Claims 

15 

1 . An adhesive preparation for percutaneous absorption containing norethisterone dissolved in a base of the adhesive 
preparation which contains a styrene-isoprene-styrene block copolymer. 

2. The adhesive preparation for percutaneous absorption according to claim 1 , wherein an amount of norethisterone 
20 to be dissolved is the amount to show the releasing rate in water being not less than 30 % after 24 hours determined 

by the drug releasing test (according to the cylinder method described in the USP Drug Release (724> Test), which 
is conducted under the conditions of water for test solution, 900 ml; temperature of test solution, 32.0 ±0.5°C; 
distance from the lowest end of cylinderto the basal inner plane of vessel 25 ±2 mm; and rotation of cylinder, 50 rpm. 

25 3. The adhesive preparation for percutaneous absorption according to any of claims 1 - 2, wherein an amount of 
norethisterone to be dissolved is in the amount not more than 2 % by weight based on the whole base. 

4. The adhesive preparation for percutaneous absorption according to any of claims 1 - 3, comprising further con- 
taining estradiol in an amount not more than 2 % by weight based on the whole base. 

30 

5. The adhesive preparation for percutaneous absorption according to any of claims 1 - 4, wherein the adhesive 
preparation containing a styrene-isoprene-styrene block copolymer comprises 10-30 % by weight of a styrene- 
isoprene-styrene block copolymer, 10-60 % by weight of a softener and 20 - 60 % by weight of an adhesive resin 
based on the whole base. 

35 



40 



45 



50 



55 
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Fig.l 
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Fig. 2 
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Fig. 3 
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INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JPO 0/043 61 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 7 A61K31/57, 9/70, 47/32 



According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
Int. CI 7 A6IK31/57, 9/70, 47/32 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during me international search (name of data base and, where practicable, search terms used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



PX 



JP, 11-1441, A (Hisamitsu Pharmaceutical Co., Inc.), 
06 January, 1999 (06.01.99), 
(especially, Claims 1, 8, 9, ) 
& WO, 98/46267, Al & EP, 976405, Al 

JP, 2000-119195, A (Hisamitsu Pharmaceutical Co. , Inc.), 
25 April, 2000 (25.04.00) (Family: none) 
(especially, Claims 4, 8, 9, ) 

US, 5, 580, 572, A (Laboratoires d' Hygiene et de 
Dietetique) , 

03 December, 1996 (03.12.96) 

& EP, 674901, Al & JP, 7-330609, A 

t 

JP, 9-315957, A (Hisamitsu Pharmaceutical Co., Inc.), 
09 December, 1997 (09.12.97) (Family: none) 



1-5 



1-5 



1-5 



1-5 



[^3 Further documents are listed in the continuation of Box C. ^} See patent family annex. 



♦ Special categories of cited documents: 
"A" document defining the general state of the art which is not 
considered to be of particular relevance 

earlier document but published on or after the international filing 
date 

U V document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or other 
means 

"P" document published prior to the international filing date but later 

than the priority date claimed 



"T" later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

"Y" document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 

M &" document member of the same patent family 



Date of the actual completion of the international search 
19 September, 2000 (19.09.00) 



Date of mailing of the international search report 
03 October, 2000 (03.10.00) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 



Authorized officer 



Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1992) 
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PATENT COOPERATION TREATY 



PCT/JPOO/0436.1 



From the INTERNATIONAL BUREAU 



PCT 



NOTIFICATION OF RECEIPT OF 
RECORD COPY 

(PCT Rule 24.2(a)) 



To: 



SAEKI, Norio 

9th Floor, Taka-ai Building 
15-2, Nihonbashi 3-chome 
Chuo-ku, Tokyo 103-0027 
JAPON 



Date of mailing (day/month/year) 
02 August 2000 (02.08.00) 


IMPORTANT NOTIFICATION 


Applicant's or agent's file reference 
JA334028 


International application No. 
PCT/JP00/04361 



The applicant is hereby notified that the International Bureau has received the record copy of the international application as 
detailed below. 

Name(s) of the appficant(s) and State(s) for which they are applicants: 

HISAMITSU PHARMACEUTICAL CO., INC. (for all designated States except US) 

MAKI, Masayoshi et al (for US) 
International filing date 30 June 2000 (30.06.00) 

Priority date(s) claimed 01 July 1999 (01.07.99) 

Date of receipt of the record copy 

by the International Bureau 14 July 2000 (14.07.00) 

List of designated Offices : 



EP rAT^EXH^D^DK.ES.FUF^GB^GRJEJT.LaMCN^PT^SE 
National :JP,KR,US 



( ?j 0, 3, 



ATTENTION 

The applicant should carefully check the data appearing in this Notification. In case of any discrepancy between these data 
and the indications in the international application, the applicant should immediately inform the International Bureau. 

In addition, the applicant's attention is drawn to the information contained in the Annex, relating to: 



X 



X 



time limits for entry into the national phase 
confirmation of precautionary designations 
requirements regarding priority documents 



A copy of this Notification is being sent to the receiving Office and to the International Searching Authority. 





The International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20. Switzerland 

Facsimile No. (41-22)740.14.35 


Authorized officer: ^ 

Susumu Kut^o , 

Telephone No. {41-22)338.83.38 



Form PCT/IB/301 (July 1998) 



003441933 




THIS PAGE BLANK (usfto) 





ANNEX TO FORM PCT/IB/301 



International application No. 

PCT/J POO/04361 



INFORMATION ON TIME LIMITS FOR ENTERING THE NATIONAL PHASE 



The applicant is reminded that the "national phase" must be entered before each of the designated Offices indicated in the 
Notification of Receipt of Record Copy (Form PCT/IB/301) by paying national fees and furnishing translations, as prescribed by 
the applicable national laws. 

The time limit for performing these procedural acts is 20 MONTHS from the priority date or, for those designated States 
which the applicant elects in a demand for international preliminary examination or in a later election, 30 MONTHS from the 
priority date, provided that the election is made before the expiration of 19 months from the priority date. Some designated (or 
elected) Offices have fixed time limits which expire even later than 20 or 30 months from the priority date. In other Offices an 
extension of time or grace period, in some cases upon payment of an additional fee, is available. 

In addition to these procedural acts, the applicant may also have to comply with other special requirements applicable in 
certain Offices. It is the applicant's responsibility to ensure that the necessary steps to enter the national phase are taken in a 
timely fashion. Most designated Offices do not issue reminders to applicants in connection with the entry into the national 
phase. 

For detailed information about the procedural acts to be performed to enter the national phase before each designated 
Office, the applicable time limits and possible extensions of time or grace periods, and any other requirements, see the relevant 
Chapters of Volume II of the PCT Applicant's Guide. Information about the requirements for filing a demand for international 
preliminary examination is set out in Chapter IX of Volume I of the PCT Applicant's Guide. 



GR and ES became bound by PCT Chapter II on 7 September 1996 and 6 September 1997, respectively, and may, therefore, 
be elected in a demand or a later election filed on or after 7 September 1996 and 6 September 1997, respectively, regardless of 
the filing date of the international application. (See second paragraph above.) 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has 
the right to file a demand for international preliminary examination. 



This notification lists only specific designations made under Rule 4.9(a) in the request. It is important to check that these 
designations are correct Errors in designations can be corrected where precautionary designations have been made under 
Rule 4.9(b). The applicant is hereby reminded that any precautionary designations may be confirmed according to Rule 4.9(c) 
before the expiration of 15 months from the priority date. If it is not confirmed, it will automatically be regarded as withdrawn 
by the applicant There will be no reminder and no invitation. Confirmation of a designation consists of the filing of a notice 
specifying the designated State concerned (with an indication of the kind of protection or treatment desired) and the payment 
of the designation and confirmation fees. Confirmation must reach the receiving Office within the 15-month time limit. 



For applicants who have not yet complied with the requirements regarding priority documents, the following is recalled. 

Where the priority of an earlier national, regional or international application is claimed, the applicant must submit a copy 
of the said earlier application, certified by the authority with which it was filed ("the priority document") to the receiving Office 
(which will transmit it to the International Bureau) or directly to the International Bureau, before the expiration of 16 months from 
the priority date, provided that any such priority document may still be submitted to the International Bureau before that date of 
international publication of the international application, in which case that document will be considered to have been received 
by the International Bureau on the last day of the 1 6-month time limit (Rule 1 7.1 (a)). 

Where the priority document is issued by the receiving Office, the applicant may, instead of submitting the priority 
document, request the receiving Office to prepare and transmit the priority document to the International Bureau. Such request 
must be made before the expiration of the 16-month time limit and may be subjected by the receiving Office to the payment 
of a fee (Rule 17.1(b)). 

If the priority document concerned is not submitted to the International Bureau or if the request to the receiving Office 
to prepare and transmit the priority document has not been made (and the corresponding fee, if any, paid) within the applicable 
time limit indicated under the preceding paragraphs, any designated State may disregard the priority claim, provided that no 
designated Office may disregard the priority claim concerned before giving the applicant an opportunity to furnish the priority 
document within a time limit which is reasonable under the circumstances. 

Where several priorities are claimed, the priority date to be considered for the purposes of computing the 16-month time 
limit is the filing date of the earliest application whose priority is claimed. 



CONFIRMATION OF PRECAUTIONARY DESIGNATIONS 



REQUIREMENTS REGARDING PRIORITY DOCUMENTS 



Form PCT/IB/301 (Annex) (July 1998) 



003441933 
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ENT COOPERATION TREA 



PCT/J POO/04361 



From the INTERNATIONAL BUREAU 



PCT 



NOTIFICATION CONCERNING 
SUBMISSION OR TRANSMITTAL 
OF PRIORITY DOCUMENT 

(PCT Administrative Instructions, Section 411) 



To: 



SAEKI, Norio 

9th Floor, Taka-ai Building 
15-2, Nihonbashi 3-chome 
Chuo-ku, Tokyo 103-0027 
JAPON 



Date of mailing (day/month/year) 

30 October 2000 (30.10.00) 






Applicant's or agent's file reference 
JA334028 


IMPORTANT NOTIFICATION 


International application No. 
PCT/JP00/04361 


International filing date {day/month/year) 
30 June 2000 (30.06.00) 


International publication date (day/month/year) 

Not yet published 


Priority date (day/month/year) 
01 July 1999 (01.07.99) 


Applicant 

HISAMITSU PHARMACEUTICAL CO., INC. et al 



1. The applicant is hereby notified of the date of receipt (except where the letters "NR" appear in the right-hand column) by the 
International Bureau of the priority document(s) relating to the earlier application(s) indicated below. Unless otherwise 
indicated by an asterisk appearing next to a date of receipt, or by the letters "NR", in the rightrhand column, the priority 
document concerned was submitted or. transmitted to the international . Bureau in compliance with Rule 17* 1(a) or (b). 

2. This updates and replaces any previously issued notification concerning submission or transmittal of priority documents. 

3. An asterisk(*) appearing next to a date of receipt in the right-hand column, denotes a priority document submitted 
or transmitted to the International Bureau but not in compliance with Rule 17.1(a) or (b). In such a case, the attention 
of the applicant is directed to Rule 17.1(c) which provides that no designated Office may disregard the priority claim 
concerned before giving the applicant an opportunity, upon entry into the national phase, to furnish the priority document 
within a time limit which is reasonable under the circumstances. 

4. The letters "NR" appearing in the right-hand column denote a priority document which was not received by the International 
Bureau or which the applicant did not request the receiving Office to prepare and transmit to the International Bureau, 

as provided by Rule 17.1(a) or (b), respectively. In such a case, the attention of the applicant is directed to Rule 17.1(c) which 
provides that no designated Office may disregard the priority claim concerned before giving the applicant an opportunity, 
upon entry into the national phase, to furnish the priority document within a time limit which is reasonable under the 
circumstances. 



Priority date 

01 July 1999 (01.07.99) 



Priority application No. 
11/187415 



Country or regional Office 
or PCT receiving Office 

JP 



Date of receipt 
of priority document 

18 Augu 2000 (18.08.00) 





The International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 

Facsimile No. (41-22) 740.14.35 


Authorized officer 

S. Mandallaz 

Telephone No. (41-22)338.83.38 ■ <CT\ 
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PATENT COOPERATION TREATY 



WO 01/01990 
PCT/JP00/04361 



From the INTERNATIONAL BUREAU 



PCT 



NOTICE INFORMING THE APPLICANT OF THE 
COMMUNICATION OF THE INTERNATIONAL 
APPLICATION TO THE DESIGNATED OFFICES 

(PCT Rule 47.1(c), first sentence) 



Date of mailing (day/month/year) 

11 January 2001 (11.01.01) 



To: 



SAEKI, Norio 

9th Floor, Taka-ai Building 
15-2, Nihonbashi 3-chome 
Chuo-ku, Tokyo 103-0027 
JAPON 




P*3 A vL . 



Applicant's or agent's file reference 
JA334028 


IMPORTANT NOTICE 


International application No. 
PCT/JP00/04361 


International filing date (day/month/year) 
30 June 2000 (30.06.00) 


Priority date (day/month/year) 
01 July 1999 (01.07.99) 


Applicant 

HISAMITSU PHARMACEUTICAL CO., INC. etal 



1. Notice is hereby given that the International Bureau has communicated, as provided in Article 20, the international application 
to the following designated Offices on the date indicated above as the date of mailing of this Notice: 

KR,US 



In accordance with Rule 47.1 (c), third sentence, those Offices will accept the present Notice as conclusive evidence that 
the communication of the international application has duly taken place on the date of mailing indicated above and no copy 
of the international application is required to be furnished by the applicant to the designated Office(s). 

2. The following designated Offices have waived the requirement for such a communication at this time: 
EPJP 



The communication will be made to those Offices only upon their request. Furthermore, those Offices do not require the 
applicant to furnish a copy of the international application (Rule 49.1 (a-bis)). 

3. Enclosed with this Notice is a copy of the international application as published by the International Bureau on 
1 1 January 2001 (1 1.01.01) under No. WO 01/01990 

REMINDER REGARDING CHAPTER II (Article 31(2)(a) and Rule 54.2) 

If the applicant wishes to postpone entry into the national phase until 30 months (or later in some Offices) from the priority 
date, a demand for international preliminary examination must be filed with the competent International Preliminary 
Examining Authority before the expiration of 19 months from the priority date. 

It is the applicant's sole responsibility to monitor the 19-month time limit. 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has the 
right to file a demand for international preliminary examination. 

REMINDER REGARDING ENTRY INTO THE NATIONAL PHASE (Article 22 or 39(1)) 

If the applicant wishes to proceed with the international application in the national phase, he must, within 20 months 
or 30 months, or later in some Offices, perform the acts referred to therein before each designated or elected Office. 

For further important information on the time limits and acts to be performed for entering the national phase, see the 
Annex to Form PCT/IB/301 (Notification of Receipt of Record Copy) and Volume II of the PCT Applicant's Guide. 





The International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 

Facsimile No. (41-22)740.14.35 


Authorized officer 

J. Zahra 

Telephone No. (41-22) 338.83.38 J 



Form PCT/IB/308 (July 1996) 



3752655 




THIS PAGE BLANK 



pjlfelMT COOPERATION TREA 



PCT/J POO/04361 



From the INTERNATIONAL BUREAU 



PCT 

INFORMATION CONCERNING ELECTED 
OFFICES NOTIFIED OF THEIR ELECTION 

(PCT Rule 61.3) 


To: 

SAEKI, Norio 

9th Floor, Taka-ai Building 
15-2, Nihonhashi 3-rhome 
Chuo-ku, Tokyo 1 03-0027^^ 

japon /RffiHVtD^ 


( " "01.1. 22s 


Date of mailing (day/month/year) 
11 January 2001 (11.01.01) 




50 & paSSS^ 



Applicant's or agent's file reference 
JA334028 


IMPORTANT INFORMATION 


International application No. 
PCT/J POO/04361 


International filing date (day/month/year) 
30 June 2000 (30.06.00) 


Priority date (day/month/year) 
01 July 1999 (01.07.99) 


Applicant 

HISAMITSU PHARMACEUTICAL CO., INC. et al 



1 . The applicant is hereby informed that the International Bureau has, according to Article 31 (7), notified each of the following 
Offices of its election: 

EP lAT.BE^H^CY^DE.DK^S^LFR^GB^RJEJT^LU^MaNUP^SE 
National :JP,KR,US 

2. The following Offices have waived the requirement for the notification of their election; the notification will be sent to them 
by the International Bureau only upon their request: 

None 

3. The applicant is reminded that he must enter the "national phase" before the expiration of 30 months from the priority date 
before each of the Offices listed above. This must be done by paying the national fee(s) and furnishing , if prescribed, a 
translation of the international application (Article 39(1 )(a)), as well as, where applicable, by furnishing a translation of any 
annexes of the international preliminary examination report (Article 36(3)(b) and Rule 74.1). 

Some offices have fixed time limits expiring later than the above-mentioned time limit. For detailed information about the 
applicable time limits and the acts to be performed upon entry into the national phase before a particular Office, see Volume II 
of the PCT Applicant's Guide. 

The entry into the European regional phase is postponed until 31 months from the priority date for all States designated for 
the purposes of obtaining a European patent. 



The International Bureau of WIPO 


Authorized officer: 


34, chemin des Colombettes 


J. Zahra 


i 121 1 Geneva 20, Switzerland 




Facsimile No. (41-22) 740.14.35 


Telephone No. (41 -22) 338.83.38 



Form PCT/IB/332 (September 1997) 



3752655 
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